Changes in liver and brain cytochrome p450 after multiple cocaine administration, alone and in combination with nifedipine.
The objective of this study was to evaluate possible changes caused by multiple cocaine administration, alone and in combination with 1,4-dihydropiridine calcium channel blocker nifedipine, on cytochrome P450 levels both in the brain and liver. The experiment was done on male Wistar rats divided in four groups: control, treated with nifedipine (5 mg kg(-1) i.p. for five days), treated with cocaine (15 mg kg(-1) i.p. for five days), and treated with nifedipine and 30 minutes later with cocaine (also for five days). Total cytochrome P450 was measured spectrometrically in liver and brain microsomes. Multiple administration of cocaine alone and in combination with nifedipine did not change the brain P450 significantly. In the liver, nifedipine significantly increased P450 by 28% vs. control. In contrast, cocaine significantly decreased P450 by 17% vs. control. In animals treated with nifedipine and cocaine, cytochrome P450 increased 11% (p<0.01) vs. control, decreased 12.5% (p<0.001) vs. nifedipine group and increased 34% (p<0.0001) vs. cocaine group. These results suggest that the cocaine and nifedipine interact at the metabolic level.